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grouped functionally into two groups: K2040R, F2080V, and S2204I, which 
are all located within NS5A, and Q1067R, G1188R, V1655I, and K1691R (in 
NS4A) , which are all located in or assocd. with the protease domain of 
NS3 . These NS3 and NS4A mutations are located at some distance from other 
genotype la adaptive mutations in NS3 that were previously described. The 
contribution of the NS5A adaptive mutations to the replication of genotype 
la RNA appears to be additive to that of the NS3/4A mutations and not 
synergistic as shown for the combination of Q1067R and K1691R. The 
invention also includes methods for making replication competent 
polynucleotides, identifying a compd. that inhibits replication of a 
replication competent polynucleotide, selecting a replication competent 
polynucleotide, and detecting a replication competent polynucleotide. 
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a coding sequence encoding a hepatitis C virus polyprotein having adaptive 
mutations. The genotype la adaptive mutations identified here can be 
grouped functionally into two groups: K2040R, F2080V, and S2204I, which 
are all located within NS5A, and Q1067R, G1188R, V1655I, and K1691R (in 
NS4A) , which are all located in or assocd. with the protease domain of 
NS3 . These NS3 and NS4A mutations are located at some distance from other 
genotype la adaptive mutations in NS3 that were previously described. The 
contribution of the NS5A adaptive mutations to the replication of genotype 
la RNA appears to be additive to that of the NS3/4A mutations and not 
synergistic as shown for the combination of Q1067R and K1691R. The 
invention also includes methods for making replication competent 
polynucleotides, identifying a compd. that inhibits replication of a 
replication competent polynucleotide, selecting a replication competent 
polynucleotide, and detecting a replication competent polynucleotide. 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
AB The invention provides replication competent polynucleotides that include 
a coding sequence encoding a hepatitis C virus polyprotein having adaptive 
mutations. The genotype la adaptive mutations identified here can be 
grouped functionally into two groups: K2040R, F2080V, and S2204I, which 
are all located within NS5A, and Q1067R, G1188R, V1655I, and K1691R (in 
NS4A) , which are all located in or assocd. with the protease domain of 
NS3 . These NS3 and NS4A mutations are located at some distance from other 
genotype la adaptive mutations in NS3 that were previously described. The 
contribution of the NS5A adaptive mutations to the replication of genotype 
la RNA appears to be additive to that of the NS3/4A mutations and not 
synergistic as shown for the combination of Q1067R and K1691R. The 
invention also includes methods for making replication competent 
polynucleotides, identifying a compd. that inhibits replication of a 
replication competent polynucleotide, selecting a replication competent 
polynucleotide, and detecting a replication competent polynucleotide. 
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AB The invention provides replication competent polynucleotides that include 
a coding sequence encoding a hepatitis C virus polyprotein having adaptive 
mutations. The genotype la adaptive mutations identified here can be 
grouped functionally into two groups: K2040R, F2080V, and S2204I, which 
are all located within NS5A, and Q1067R, G1188R, V1655I, and K1691R (in 
NS4A) , which are all located in or assocd. with the protease domain of 
NS3 . These NS3 and NS4A mutations are located at some distance from other 
genotype la adaptive mutations in NS3 that were previously described. The 
contribution of the NS5A adaptive mutations to the replication of genotype 
la RNA appears to be additive to that of the NS3/4A mutations and not 
synergistic as shown for the combination of Q1067R and K1691R. The 
invention also includes methods for making replication competent 
polynucleotides, identifying a compd. that inhibits replication of a 
replication competent polynucleotide, selecting a replication competent 
polynucleotide, and detecting a replication competent polynucleotide. 
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